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AMENDMENTS TO THE CLAIMS: 

Pursuant to 37 C.F.R. § 1.121, the following listing of claims replaces all prior 
versions and listings of claims in the application: 

Listing of Claims; 

1-258. (Canceled) 

259. (Currently Amended) An isolated or recombinant polypeptide comprising an 
extracellular domain, said extracellular domain comprising an amino acid sequence having at least 
ebetrf 91% sequence identity to a subsequence of the polypeptide sequence set forth in SEQ ID 
NO:66, wherein the subsequence is the extracellular domain of SEQ ID NO:66, and wherein the 
isolated or recombinant polypeptide has a human CD28/human CTLA-4 binding affinity ratio about 
equal to or greater than the human CD28/human CTLA-4 binding affinity ratio of human B7-1 when 
said isolated or recombinant polypeptide is expressed on a cell or bound to a cell membrane. 

260. (Previously Presented) The isolated or recombinant polypeptide of claim 259, 
wherein the polypeptide is expressed on a cell or bound to a cell membrane. 

261 . (Currently Amended) The isolated or recombinant polypeptide of claim 259, 
wherein the polypeptide comprises an extracellular domain which comprises an amino acid sequence 
having at least about 95% sequence identity to the extracellular domain of SEQ ID NO:66, wherein 
said extracellular domain of SEQ ID NO:66 comprises at least amino acid residues 35-244 of SEQ 
IDNO:66. 

262. (Currently Amended) The isolated or recombinant polypeptide of claim 259, 
wherein the polypeptide comprises an extracellular domain which comprises an amino acid sequence 
having at least about 95% sequence identity to the extracellular domain of SEQ ID NO:66, wherein 
the extracellular domain of SEQ ID NO:66 comprises at least amino acid residues 35-245 of SEQ ID 
NO:66. 

263. (Previously Presented) The isolated or recombinant polypeptide of claim 261, 
wherein the polypeptide comprises an extracellular domain comprising at least amino acid residues 
35-244 of SEQ ID NO:66. 

264. (Canceled) 

QQt^ (Previously Presented) The isolated or recombinant polypeptide of claim 259, 

wherein the polypeptide further comprises a signal peptide. 
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2£j£ (Currently Amended) The isolated or recombinant polypeptide of claim 264, 

wherein the signal peptide comprises an amino acid sequence that has at least about 90% sequence 
identity to the amino acid sequence comprising residues 1-34 of SEQ ID NO:66. 

Zj^J )^ (Previously Presented) The isolated or recombinant polypeptide of claim 264, 
wherein the signal peptide has an amino acid sequence comprising amino acid residues 1-34 of SEQ 
IDNO:66. 

<2£$ J^l* (Previously Presented) The isolated or recombinant polypeptide of claim 259, 
wherein the polypeptide comprises a transmembrane domain. 

qj£^ (Previously Presented) The isolated or recombinant polypeptide of claim 267, 

wherein the polypeptide comprises the transmembrane domain of SEQ ID NO:66. 

Q^IQ (Currently Amended) The isolated or recombinant polypeptide of claim 268, 

wherein the transmembrane domain comprises an amino acid sequence having at least about 90% 
sequence identity to an amino acid sequence comprising at least amino acid residues 245-268 or 
246-272 ofSEQIDNO:66. 

2n( JP^- (Previously Presented) The isolated or recombinant polypeptide of claim 269, 
wherein the transmembrane domain comprises an amino acid sequence comprising at least amino 
acid residues 245-268 or 246-272 of SEQ ID NO:66. 

(Previously Presented) The isolated or recombinant polypeptide of claim 259, 
wherein the polypeptide further comprises a cytoplasmic domain. 

2^ *p%^ (Previously Presented) The isolated or recombinant polypeptide of claim 27 1 , 
wherein the polypeptide comprises the cytoplasmic domain of SEQ ID NO:66. 

<27ty (Currently Amended) The isolated or recombinant polypeptide of claim 27 1 , 

wherein the cytoplasmic domain comprises an amino acid sequence having at least about 90% 
sequence identity to an amino acid sequence comprising at least amino acid residues 269-303 or 
273-303 of SEQ ID NO:66. 

2,~75" (Previously Presented) The isolated or recombinant polypeptide of claim 273, 

wherein the cytoplasmic domain comprises an amino acid sequence comprising at least amino acid 
residues 269-303 or 273-303 of SEQ ID NO:66. 

^ 7 Q (Currently Amended) The isolated or recombinant polypeptide of claim 259, 

wherein the polypeptide comprises an amino acid sequence having at least about 90% sequence 
identity to the amino acid sequence comprising a mature domain of SEQ ID NO:66. 
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277 (Previously Presented) The isolated or recombinant polypeptide of 

wherein the mature domain comprises amino acid residues 35-303 of SEQ ID NO:66. 

2TJ% y^f- (Currently Amended) The isolated or recombinant polypeptide of claim 259, 
wherein the polypeptide comprises an amino acid sequence having at least about 90% sequence 
identity to the amino acid sequence corresponding to the signal peptide, extracellular domain and 
transmembrane domain of SEQ ID NO:66 which comprises at least amino acid residues 1-268 or 1- 
272ofSEQDDNO:66. 

271 $ (Currently Amended) The isolated or recombinant polypeptide of claim 259, 

wherein the polypeptide has at least about 91% sequence identity to the full length amino acid 
sequence of SEQ ID NO:66. 

0 (Previously Presented) The isolated or recombinant polypeptide of claim 278, 

wherein the polypeptide comprises the full length amino acid sequence of SEQ ID NO:66. 

<2, 8 / 3^ (Previously Presented) The isolated or recombinant polypeptide of claim 259, 
wherein the polypeptide has a human CD28/human CTLA-4 binding affinity ratio greater than the 
human CD28/human CTLA-4 binding affinity ratio of human B7-1. 

2 8 Z. (Currently Amended) The isolated or recombinant polypeptide of claim 259, 

wherein the polypeptide has a binding affinity for CD28 that is at least about equal to or greater 
than the binding affinity of human B7-1 for CD28. 

*2 ^2> (Previously Presented) The isolated or recombinant polypeptide of claim 259, 

wherein the polypeptide has a binding affinity for CTLA-4 that is less than the binding affinity of 
human B7-1 for CTLA-4. 

2Qlf (Currently Amended) The isolated or recombinant polypeptide of claim 259, 

wherein the polypeptide has an ability to induce a T-cell proliferation response about equal to or 
greater than the T-cell proliferation response induced by human B7-L 

*D (Currently Amended) An isolated or recombinant polypeptide comprising an 

extracellular domain, said extracellular domain comprising an amino acid sequence having at least 
about 91% sequence identity to a subsequence of SEQ ID NO:66, said subsequence comprising at 
least amino acid residues 35-244 or 35-245 of SEQ ID NO:66, wherein said polypeptide induces a 
T-cell proliferation response about equal to or greater than the T-cell proliferation response induced 
by human B7-1 when said polypeptide is expressed on a cell or bound to a cell membrane. 
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(Currently Amended) The isolated or recombinant polypeptide of claim 284, 
wherein the extracellular domain of said polypeptide comprises an amino acid sequence having at 
least 95% sequence identity to the subsequence of SEP ID NO:66 that comprises at least amino acid 
residues 35-244 35 2 4 5 of SEQIDNO166 . 

Z27 p&y. (Previously Presented) The isolated or recombinant polypeptide of claim 284, 
wherein the polypeptide comprises one or more of a signal peptide, transmembrane domain, and 
cytoplasmic domain. 

^87T (Currently Amended) The isolated or recombinant polypeptide of claim 286, 
wherein the polypeptide comprises an amino acid sequence having at least about 95% sequence 
identity to the full length amino acid sequence of SEQ ID NO:66. 

QJ^Q} y&8tfT (Previously Presented) The isolated or recombinant polypeptide of claim 259, 
wherein the cell is an antigen-presenting cell. 

2 3 0 (Previously Presented) The polypeptide of claim 259, comprising at least one 

modified amino acid. 

5 / (Currently Amended) The polypeptide of claim 289 388, wherein the 

modified amino acid is selected from: a glycosylated amino acid, a PEGylated amino acid, a 
farnesylated amino acid, an acetylated amino acid, a biotinylated amino acid, an amino acid 
conjugated to a lipid moiety, and an amino acid conjugated to an organic derivatizing agent. 

Qj^ £ J^- (Currently Amended) An isolated or recombinant polypeptide comprising an 
amino acid sequence according to the formula: 

MGHTM-X6-W-X8-SLPPK-X14-PCL-X18-X19-X20-QLLVLT-X27- 
IJWCSGITPKS\nrKRV 

KDSKMVljyLPGKVQVWPEYKNRTITO 10-SD-X1 13- 

GTYTCV-X120-QKP-X124-I^^ 

DLGNPSP>nRmCS-X167-X168-^ 

X197-T-X199-LYMISSEL-X208~F^^ 

VSQIFPWSKPKQEPProQlPF-X249 

X273-ARWKRTRRNEETVGTE RLSPIYLGSAQSSG (SEP ID NO:284) , or an extracellular 
domain subsequence thereof comprising amino acid residues at positions 35-244, 

wherein the amino acid residue at position X6 is Lys or Glu; position X8 is Arg or 
Gly; position X14 is Arg or Cys; position X18 is Trp or Arg; position X19 is Pro or Leu; position 
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X20 is Ser or Pro; position X27 is Asp or Gly; position X55 is Asn or Ser; position X60 is Glu or 
Lys; position X69 is Gin or Arg; position X101 is Pro or Leu; position X106 is Leu or Gin; position 
XI 10 is Pro or Leu; position XI 13 is Lys or Ser; position X120 is Val or De; position X124 is Val or 
Asp; position XI 35 is Thr or Ala; position X149 is Thr, Ser, or deleted; position X150 is De or 
deleted; position X151 is Asn or Thr; position X167 is Thr or deleted; position X169 is Ser or 
deleted; position X169 is Gly or deleted; position X177 is Cys or Tyr, position X192 is Val or Leu; 
position X197 is Gly or Glu; position XI 99 is Glu or Lys; position X208 is Gly or Asp; position 
X215 is His or Arg; position X218 is Ala or Val; position X227 is Ser or Leu; position X249 is Trp, 
Leu, or Arg; position X261 is Ala or Thr; position X263 is Val, Ala, or De; position X267 is Arg or 
Cys; position X268 is Pro or Leu; and position X273 is Gly or Val, and 

wherein the polypeptide has a human CD28/human CTLA-4 binding affinity ratio 
abeut equal to or greater than the human CD28/human CTLA-4 binding affinity ratio of human B7- 
1 and/or induces aT-cell proliferation or activation response when the isolated or recombinant 
polypeptide is expressed on a cell or bound to a cell membrane. 

3 (Currently Amended) The isolated or recombinant polypeptide of claim 29 1 , 

wherein the polypeptide has a human CD28/human CTLA-4 binding affinity ratio abeet greater 
than the human CD28/human CTLA-4 binding affinity ratio of human B7-1 . 

%Sty (Currently Amended) The isolated or recombinant polypeptide of claim 291, 

wherein the polypeptide induces a T-cell proliferation response about equal to or greater than that 
induced by human B7-1. 

^3 ^ (Previously Presented) The isolated or recombinant polypeptide of claim 291 , 

comprising three or more of: Lys at position X6; Arg at position X8; Arg at position X14; Trp at 
position X18; Pro at position X19; Ser at position X20; Asp at position X27; Asn at position X55; 
Leu at position X106; Pro at position XI 10; Lys at position XI 13; Val at position X120; Val at 
position X124; Thr at position X135; Asn at position X151; Cys at position X177; Val at position 
X192; Gly at position X197; Glu at position X199; Gly at position X208; His at position X215; Ala 
at position X218; Trp at position X249; Ala at position X261; Val at position X263; Arg at position 
X267; Pro at position X268; and Gly at position X273. 

^ 5 & (Previously Presented) The isolated or recombinant polypeptide of claim 294, 

comprising three or more of: Arg at position X8; Arg at position X14; Trp at position XI 8; Pro at 
position X19; Ser at position X20; Pro at position XI 10; Val at position X120; Val at position XI 24; 
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Cys at position X177; Val at position X192; Gly at position X197; Glu at position X199; Gly at 
position X208; His at position X215; Ala at position X218; Tip at position X249; Ala at position 
X261; and Val at position X263. 

^96T (Previously Presented) The isolated or recombinant polypeptide of claim 295, 
comprising amino acid residues 35-244 of SEQ ID NO:66. 

*2ty$ (Currently Amended) An isolated or recombinant polypeptide comprising an 

amino acid sequence having at least about 91% sequence identity to the complete amino acid 
sequence set forth in SEQ ID NO:66, wherein said polypeptide when expressed on a cell or bound to 
a cell membrane has a human CD28/human CTLA-4 binding affinity ratio at least about equal to the 
human CD28/human CTLA-4 binding affinity ratio of human B7-1 or induces a T-cell proliferation 
or activation response. 

'Ztydj (Currently Amended) A pharmaceutical composition comprising a 

polypeptide of claim 259 and a pharmaceutical^ acceptable excipient. 

(Previously Presented) An isolated or recombinant polypeptide comprising an 
amino acid sequence comprising at least amino acid residues 245-268 or 246-272 of SEQ ID NO:66. 

^ ^JOtT (Previously Presented) An isolated or recombinant polypeptide comprising an 
amino acid sequence comprising at least amino acid residues 269-303 or 273-303 of SEQ ID NO:66. 

<yQ ^ (Previously Presented) The isolated or recombinant polypeptide of claim 264, 

wherein the polypeptide comprises an amino acid sequence comprising at least amino acid residues 
1.244 or 1-245 of SEQ ID NO:66. 
ojJX^ Jp2<S6l^ (Canceled) 

^ (Previously Presented) A polypeptide which is specifically bound by a 

polyclonal antisera raised against the polypeptide of claim 259. 

(Canceled) 



g ^ ^827 (New) The isolated or recombinant polypeptide of claim 285, wherein said 
extracellular domain comprises an amino acid sequence having at least 97% sequence identity to the 
subsequence of SEQ ID NO:66 comprising at least amino acid residues 35-244. 

^^Lf ^£ (New) The isolated or recombinant polypeptide of claim 285, wherein said 
polypeptide when expressed on a cell or bound to a cell membrane induces a T-cell proliferation 
response greater than the T-cell proliferation response induced by human B7-1. 
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^84^ (New) The isolated or recombinant polypeptide of claim 297, wherein said 
polypeptide comprises an amino acid sequence having at least 95% sequence identity to the 
complete amino acid sequence of SEQ ID NO:66, and wherein said polypeptide when expressed on 
a cell or bound to a cell membrane has a human CD28/human CTLA-4 binding affinity ratio that is 
at least equal to the human CD28/CTLA-4 binding affinity ratio of human B7-1. 

*^8£ ^85T (New) The isolated or recombinant polypeptide of claim 384, wherein said 
polypeptide when expressed on a cell or bound to a cell membrane has a human CD28/human 
CTLA-4 binding affinity ratio that is greater than the human CD28/CTLA-4 binding affinity ratio of 
human B7-1, 

/ ^S7 (New) The isolated or recombinant polypeptide of claim 297, wherein said 

polypeptide comprises an amino acid sequence having at least 95% sequence identity to the 
complete amino acid sequence of SEQ ID NO:66, and wherein said polypeptide when expressed on 
a cell or bound to a cell membrane induces a T-cell proliferation or activation response. 

<3>£8 (New) The isolated or recombinant polypeptide of claim 386, wherein said 

polypeptide comprises an amino acid sequence having at least 95% sequence identity to the 
complete amino acid sequence of SEQ ID NO:66, and wherein said polypeptide when expressed on 
a cell or bound to a cell membrane induces a T-cell proliferation or activation response. 

(New) The isolated or recombinant polypeptide of claim 387, wherein said 
polypeptide when expressed on a cell or bound to a cell membrane induces a T-cell proliferation or 
activation response greater than that induced by human B7-L 

*3>^P ^38^T (New) A pharmaceutical composition comprising a polypeptide of claim 297 
and a pharmaceutically acceptable excipient. 

Ojfy I jyrfb* (New) A pharmaceutical composition comprising a polypeptide of claim 382 
and a pharmaceutically acceptable excipient. 

^5 2^ (New) A pharmaceutical composition comprising a polypeptide of claim 384 

and a pharmaceutically acceptable excipient. 

These amendments are made without prejudice and are not to be construed as 
abandonment of the previously claimed subject matter. 



